Dear Editor,
We have recently published the article "Ten years after the FDA black box warning for antidepressant drugs: a critical narrative review" regarding the warning issued in 2003 by the United States Food and Drug Administration (FDA) about the use of serotonin reuptake inhibitors and venlafaxine for the treatment of child and adolescent depression, and its association to an increased suicidality risk 1 . However, considering the new evidence emerged on the topic, we would like to update our article using new available information regarding paroxetine use, a serotonin reuptake inhibitor involved in FDA's warning as well.
In 2001, Keller et al. published the study "Efficacy of paroxetine in the treatment of adolescent major depression: a randomized, controlled trial" 2 (Study 329), sponsored and conducted by SmithKline Beecham (which later became Glaxo SmithKline), concluding that paroxetine is generally well tolerated and effective for unipolar major depression in adolescents when compared with placebo. The "ghostwritten" published results of Study 329 were used for a marketing campaign characterizing paroxetine as remarkably effective and safe. After the campaign, over 2 million off-label prescriptions were written. In 2012, Glaxo SmithKline was fined a record $3 billion for dishonest encouragement of paroxetine use 3 . Additionally, the manuscript was made by a medical writer hired by the laboratory, and all the 22 authors in the manuscript denied having participated in writing the draft 3 .
Recently, the British Medical Journal has published the reanalysis of Study 329, carried out by independent researchers 4 , using Clinical Data Records, in the context of the RIAT initiative "Restoring Invisible and Abandoned Trials, " and in order to check whether access to and reanalysis of a full dataset from a randomized controlled trial would have clinically relevant implications for evidence based medicine. The authors demonstrated that the antidepressant is neither safe nor effective in adolescent depression. Indeed, the effect of paroxetine was not significantly different from placebo for primary or secondary outcome measure. There were significant increases in harms, suicidal ideation and behavior in paroxetine group, while imipramine group displayed cardiovascular problems. The authors highlighted the need of making primary trial data and protocols available to increase the thoroughness of the evidence. In our study, Study 329 was not included, and neither was its reanalysis 1 .
We consider of utmost relevance to take this case into account, especially when considering that the outcome of a clinical intervention is directly related to suicide spectrum. Although in our article we showed some criticism about the ambiguity of the FDA warning, we do not support, in whatever way, these type of practices, which discredit the medical community and science in general.
